Interleukin-2 antitumor and effector cell responses.
Based on the above considerations, there are a number of implications for the clinical development of rIL-2 that depend on the putative effector cell. If the effector cell responsible for rIL-2-mediated antitumor effects is the LAK cell, effective treatment regimens will likely continue to require extremely high doses of rIL-2. Based on preclinical models, one would also predict that LAK cell-mediated tumor killing against nonimmunogenic tumors would be most effective in low tumor burden states and could only be demonstrated clinically in large-scale, randomized, adjuvant trials. On the other hand, some weakly immunogenic tumors might be susceptible to CTL-mediated killing even when disease was further advanced. The antitumor activity of rIL-2 in patients with large tumors suggests that this might be the case for some patients with RCC. Treatment approaches that result in the generation of relevant effector cell populations would be expected to markedly enhance CTL-dependent rIL-2 antitumor activity. However, unless antigenic heterogeneity was minimal, multiple tumor antigen-specific T-cell populations would have to be generated for responses to be complete and durable.